A 5 year old boy developed severe weakness after receiving vincristine for treatment of acute lymphoblastic leukaemia. Although weakness improved after the discontinuation of vincristine, other symptoms suggestive of a neuropathy persisted. Neurophysiological and genetic analysis at age 8 years indicated that vincristine had induced symptoms of a hereditary sensory motor neuropathy type 1A, which had previously been asymptomatic; his genetically aVected mother was also asymptomatic. (Arch Dis Child 1999;81:442-443) 
Acute neuropathy is a recognised side eVect of treatment with vincristine in patients with leukaemia or other tumours. The neuropathy usually results in an axonal injury and relative preservation of the myelin sheet with normal or only mildly delayed nerve conduction velocity. It usually remits when the chemotherapy is discontinued. 1 It has also been reported that subjects with hereditary neuropathies are at high risk of developing acute symptoms during induction with vincristine, 2 and that the risk is higher in patients who have the form of hereditary motor sensory neuropathy (HMSN) with duplication of chromosome 17. 3 This is a dominantly inherited neuropathy owing to involvement of the peripheral myelin gene on chromosome 17. In some cases the underlying hereditary neuropathy was not obvious before the onset of the acute symptoms triggered by vincristine but on retrospective questioning it was possible to evoke a history suggestive of a mild peripheral neuropathy (such as arched feet) in the subjects 4 or other family members. 5 6 We report a case of HMSN type 1A revealed by vincristine treatment in a previously asymptomatic 8 year old boy in whom there was no family history of neuropathy.
Case history
This 8 year old boy had been born at full term by elective caesarian section because of a previous section. The perinatal and neonatal period and the early motor milestones were uneventful: he crawled at 6 months, walked at 13 months, and was able to join his peers in the playground without diYculty. The child had been well until the age of 5 when he started falling over and complained of aching legs. A few days later he developed fever, lethargy, rash, and was unable to stand and walk. A diagnosis of acute lymphoblastic leukaemia (ALL) was made. The child partially recovered and started walking again but he had an abnormal gait and diYculties in rising from the floor. He was started on vincristine (induction dose 1.5 mg/m 2 ) as suggested by the UK ALL XI protocol, and during the following weeks his weakness progressed very rapidly to the point that he lost ambulation and the ability to sit up. He only had partial subgravity movements of the legs and arms-for example, he was unable to raise his arm fully against gravity. Distal weakness was also noticed, in particular he had diYculties extending his fingers. He subsequently developed bulbar signs with speech and swallowing diYculties and had to be admitted to the intensive care unit where he remained for 10 days. His reflexes disappeared. Vincristine was discontinued four weeks after the first dose was given and his symptoms improved. Three months after stopping vincristine he was able to stand and walk with support, and had no residual bulbar weakness. The recovery continued through his second course three months later. One year after diagnosis he had further improved and was able to walk without support. He had been cured from his leukaemia. The child was referred to us for a second opinion 2.5 years after the diagnosis of the leukaemia. On examination he was able to walk with a foot drop, to jump, and almost to hop. He was able to rise from the floor without a Gowers' manoeuvre. Cranial nerves were normal. Muscle power was slightly reduced in the trunk and proximally, and more reduced distally, especially in the ankle dorxiflexion bilaterally, where it was subgravity. Sensation was normal, reflexes were absent. He still had some mild diYculties in fine motor abilities and handwriting.
The muscle ultrasound was normal. Nerve conduction velocity was reduced in both ulnar and peroneal nerves (22.7 and 28.3 m/s, respectively). The amplitude was also low (< 50 µV). These finding were suggestive of a demyelinating neuropathy.
Although the family history was negative, because demyelinating peripheral neuropathies are often inherited in a dominant way, we assessed nerve conduction in the boy's mother; this showed a slowing of conduction in both median and peroneal nerves (25 and 27.3 m/s, respectively). In both the boy and his mother, DNA analysis showed a duplication at 17p11.2 suggesting a diagnosis of HSMN type 1A.
Discussion
This case suggests that vincristine treatment had induced weakness in a child with an otherwise asymptomatic hereditary sensory motor neuropathy. Despite the absence of symptoms before treatment or positive family history, the severity and the persistence of the symptoms two years after the discontinuation of vincristine suggested an underlying additional cause. Neurophysiological findings and genetic analysis confirmed HMSN type 1A in the child. Surprisingly, these investigations suggested that his asymptomatic mother is similarly aVected by HMSN type 1A.
These findings suggest that a peripheral motor sensory neuropathy has to be suspected in cases of unusual severity of vincristine neuropathy even when the clinical and family histories are negative. They also suggest that, when considering using vincristine, either chromosome 17p11.2 duplication studies or nerve conduction velocity should be performed to rule out an underlying HSMN type 1. This will help to identify patients at risk of developing severe signs of neuropathy following vincristine induction, in whom treatment with other drugs, such as vinblastine, should be considered.
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